The Epm2a knockout mouse model of Lafora disease. A mouse model using the knockout approach was generated by deleting the exon containing the PTP domain [Ganesh et al 2002]. Homozygous null mutants were viable and showed Lafora bodies and signs of neurodegeneration as early as age two months. Only at age four months did the knockout mice begin to display an impaired behavioral response, followed at a later stage by myoclonic seizures, ataxia, and epileptiform activity on EEG. Generalized seizures did not occur. These findings illustrate that the accumulation of Lafora bodies precedes the onset of phenotypic abnormalities.
The transgenic mouse model of Lafora disease. A transgenic mouse model of LD was generated by overexpressing laforin carrying a phosphatase inactivating point mutation (p.Cys266Ser) [Chan et al 2004] . This resulted in trapping laforin's normal yet unknown substrate and in the production of Lafora bodies in neurons, hepatocytes, and myocytes. The findings from this model regarding the localization of the laforin protein contributed significantly to the understanding of the physiologic role that laforin plays in LD. In brain, laforin resides in the neuronal somas and dendrites, similar to human disease. It localizes at the endoplasmic reticulum, but not directly on ribosomes. The model also showed that laforin preferentially binds polyglucosans in vivo and starch in vitro. Laforin is thus designed to detect polyglucosans and likely serves to initiate mechanisms to prevent their further accumulation or mechanisms to promote their removal [Chan et al 2004] .
Canine model of Lafora disease. Approximately 5% of miniature wirehaired dachshunds (MWHD) in the UK exhibit LD [Lohi et al 2005] . The phenotype and the pathology observed in this breed of dog precisely replicates the symptoms observed in human LD, except for the later age of onset in dogs (age six years in dogs, equivalent to age ~40-45 years in humans). The genetic basis of LD in the MWHD consists of a coding dodecamer expansion mutation of the dog ortholog of NHLRC1. This mutation represents the first tandem repeat expansion mutation in any nonhuman species [Lohi et al 2005] .
